The question of whether nosological splitting of the Marshall and Stickler syndromes is justified at the phenotypic level was first raised by Cohen Of the three families included in the study, all members of each family fall in the same cluster. In cluster 1, the intrafamilial similarity of the six familial cases is greater than that between them and the two non-familial cases, but the difference is not statistically significant (0 768 0 089 and 0 652 ± 0 041 respectively).
All of the patients in cluster 2 were diagnosed as having the Stickler or Wagner syndrome by the authors of the respective papers. 
Discussion
Many of the discriminating signs in this analysis are facial features (table 3) . This is probably because they were more carefully and consistently assessed by us from the photographs than was possible for other signs. In the Marshall syndrome, patients have a flat or retracted midface whereas those with the Stickler syndrome have a flat mala which is often erroneously described as a flat midface (Nielsen9: cases I and 2; Regenbogen and Godel11; Blair et l1:case 5). The nose differs mainly in the global size, the height of the root, and the length of the columella. The radiological skull findings would also be good discriminants but unfortunately the skull was evaluated in very few patients. All of the Marshall patients who had a skull radiograph had a thick calvarium, abnormal frontal sinuses, and intracranial calcifications. The relative size of the eyeballs was not included as a sign in our study because of the difficulty in evaluating it in patients of widely differing ages. The impression of large eyeballs in the Marshall syndrome may be the result of midface retraction with relative protrusion of the globe from a shallow orbit.
Many methodological problems are attached to this study. Firstly, we used published case reports, the authors of which are from different disciplines. About a half of the Stickler patients were reported by ophthalmologists and the other half by paediatricians, whereas all of the Marshall patients were described by paediatricians. Secondly, only 17 patients of hundreds mentioned in the literature were included. However, since we chose the cases only on the basis of complete description, photographs, and x-rays, this should not create a bias. A third and probably more serious problem is the small sample size which may not give a good representation of the biological variability of the syndromes. This may have resulted in a wider phenotypic separation of the two groups of patients than is real. However, it seems unlikely that the degree of phenotypic difference apparent in our results could be the result of chance fluctuation. Fourthly, the most discriminating signs in this study differ from those we would have found by a thorough examination of the patients. We therefore do not propose that our list of signs is the best one to classify patients.
Despite these limitations of the study there appears to be no objective reason for lumping together the Marshall and Stickler syndromes. We would suggest a careful reassessment of known families for intrafamilial variability before deciding whether we are dealing with one or two syndromes. We suggest also that case reports in general on rare syndromes should always include a full clinical description and documentation of the findings. A check list for a systematic evaluation of patients is available on request from the authors.
